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Service Category

[ Anesthesia [1 Medicine Services and Procedures
O Surgery [0 Evaluation and Management Services
[J Radiology Procedures [0 DME/Prosthetics or Supplies

[0 Pathology and Laboratory Procedures Part B Drugs

Service Description

This document addresses the use of Cetuximab (Erbitux®) approved by the Food and Drug Administration (FDA)
for the treatment of colorectal cancer and squamous cell carcinoma of the head and neck (SCCHN).

Background Information

Erbitux is a recombinant human/mouse chimeric monoclonal antibody that targets and inhibits the biologic
activity of the human epidermal growth factor receptor (EGFR).

The FDA approved indications of Erbitux for SCCHN include use in combination with radiation therapy for initial
treatment; in combination with chemotherapy for first-line treatment of recurrent locoregional or metastatic
disease; and as a single agent for recurrent or metastatic disease in whom prior chemotherapy has failed. The
National Comprehensive Cancer Network® (NCCN) provides additional recommendations with a category 2A level
of evidence for the use of Erbitux. These recommendations include the use as a single agent or in combination
therapy with or without radiation for: distant metastases; unresectable locoregional recurrence; resectable
locoregional recurrence without prior radiation; and second primary after prior radiation therapy.

Erbitux is also FDA approved to treat metastatic colorectal cancer, in combination with chemotherapy or as a
single agent. It is also FDA-approved for combination use with encorafenib for BRAF mutation positive colorectal
cancer after prior therapy. Within the guidelines, NCCN recommends that appendiceal adenocarcinoma be
treated with chemotherapy according to colon cancer guidelines. Similarly, it is recommended that anal
adenocarcinoma, a rare histologic form of anal cancer, may be treated according to guidelines for rectal cancer.
Guidelines for squamous cell anal cancer, the most common type of anal cancer, do not currently include Erbitux
among recommended treatments. Erbitux has been studied in the adjuvant setting of colon cancer (Alberts 2012);
but trial was halted when data from interim analysis did not demonstrate improved disease-free survival. NCCN
notes that Erbitux has no role in the adjuvant treatment of colon cancer at this time.

Squamous Cell Carcinoma of the Skin (SCCS) is a type of non-melanoma skin cancer which is typically treated by
surgical excision or radiation. NCCN guidelines provide 2A recommendations for Erbitux in more advanced cases
of SCCS, specifically: for inoperable positive regional lymph nodes, regional recurrence, or distant metastases.

EGFR expression is detected in nearly all individuals with SCCHN and testing is not required by either the package
insert or NCCN guidelines. For colorectal cancer, the FDA approved indication includes the requirement for
confirmed RAS wild-type, EGFR-expressing histology and that Erbitux is not indicated for those with RAS mutations
in either KRAS or NRAS or for whom RAS mutation status is unknown. NCCN also notes that research has
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demonstrated that mutations in the KRAS, and more recently NRAS genes, are a predictive factor for a lack of
response to Erbitux therapy for colorectal cancer. Mutations in the BRAF gene cause a cancer signal downstream
of the EGFR/RAS pathway. In the presence of BRAF mutations, NCCN notes that response to EGFR inhibitors is
very unlikely unless given with a BRAF inhibitor.

Erbitux and Vectibix (panitumumab) are two EGFR antagonists approved by the FDA. There is currently no
evidence to support switching to either Erbitux or Vectibix after failure of the other drug and NCCN recommends
against this practice. In addition, studies have shown that combination with more than one biologic agent is not
associated with improved outcomes and can cause increased toxicity, specifically regarding the addition of Erbitux
or Vectibix to a bevacizumab-containing regimen (Tol 2009, Hecht 2009). NCCN strongly recommends against the
use of therapy involving concurrent combination of an anti-EGFR agent and an anti-VEGF agent.

Erbitux has a black box warning for infusion reactions and cardiopulmonary arrest. Erbitux can cause serious and
fatal infusion reactions; immediately interrupt and permanently discontinue for serious infusion reaction.
Cardiopulmonary arrest or sudden death occurred in patients with SCCHN receiving Erbitux with radiation therapy
or a cetuximab product with platinum-based therapy and fluorouracil. Monitor serum electrolytes, including
serum magnesium, potassium, and calcium, during and after Erbitux administration.

Definitions and Measures

e Adenocarcinoma: Cancer originating in cells that line specific internal organs and that have gland-like
(secretory) properties.
e Adjuvant therapy: Treatment given after the primary treatment to increase the chances of a cure; may
include chemotherapy, radiation, hormone or biological therapy.
e Anal cancer: Cancer originating in the tissues of the anus; the anus is the opening of the rectum (last part
of the large intestine) to the outside of the body.
e Colon cancer: Cancer originating in the tissues of the colon (the longest part of the large intestine). Most
colon cancers are adenocarcinomas that begin in cells that make and release mucus and other fluids.
e Colorectal cancer: Cancer originating in the colon (the longest part of the large intestine) or the rectum
(the last several inches of the large intestine before the anus).
e Line of Therapy:
o First-line therapy: The first or primary treatment for the diagnosis, which may include surgery,
chemotherapy, radiation therapy or a combination of these therapies.
o Second-line therapy: Treatment given when initial treatment (first-line therapy) is not effective or
there is disease progression.
o Third-line therapy: Treatment given when both initial (first-line therapy) and subsequent
treatment (second-line therapy) are not effective or there is disease progression.
e Locally advanced cancer: Cancer that has spread only to nearby tissues or lymph nodes. One line of
therapy: Single line of therapy.
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e Primary treatment: The first treatment given for a disease. It is often part of a standard set of treatments,
such as surgery followed by chemotherapy and radiation. Also called first-line therapy, induction therapy,
and primary therapy.

e Progressive Disease (PD): Cancer that is growing, spreading, or getting worse.

e Rectal cancer: Cancer originating in tissues of the rectum (the last several inches of the large intestine
closest to the anus). Refractory Disease: lliness or disease that does not respond to treatment.

e Relapse or recurrence: After a period of improvement, during which time a disease (for example, cancer)
could not be detected, the return of signs and symptoms of illness or disease. For cancer, it may come
back to the same place as the original (primary) tumor or to another place in the body.

e Second Primary: a new primary cancer that occurs in a person who has had cancer in the past.
Unresectable: Unable to be removed with surgery.

e Vascular endothelial growth factor (VEGF): A substance made by cells that stimulates new blood vessel
formation.

Approved Indications
See Background Section above.
Other Uses

See Background Section above.
Applicable Codes

The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be
all inclusive. Inclusion or exclusion of a procedure, diagnosis or device code(s) does not constitute or imply
member coverage or provider reimbursement policy. Benefit coverage for health services is determined by the
member specific benefit plan document and applicable laws that may require coverage for a specific service. The
inclusion of a code does not imply any right to reimbursement or guarantee claim payment. Other Policies and
Guidelines may apply.

HCPCS Description
J9055 Injection, cetuximab, 10 mg [Erbitux]
C00.0-C14.8 Malignant neoplasm of lip, oral cavity and pharynx
C17.0-C17.8 Malignant neoplasm of small intestine
C18.0-C20 Malignant neoplasm of colon, rectosigmoid junction, rectum
C21.0-C21.8 Malignant neoplasm of anus and anal canal
C30.0-C32.9 Malignant neoplasm of nasal cavities, ear, sinuses, larynx
C39.0 Malignant neoplasm of upper respiratory tract, part unspecified
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C44.02 Squamous cell carcinoma of skin of lip
C44.121-C44.129 Squamous cell carcinoma of skin of eyelid, including canthus
C44.221-C44.229 Squamous cell carcinoma of skin of ear and external auricular canal
C44.320-C44.329 Squamous cell carcinoma of skin of nose and other/unspecified parts of face
C44.42 Squamous cell carcinoma of skin of scalp and neck
C44.520-C44.529 Squamous cell carcinoma of anal skin, skin of breast and other part of trunk
C44.621-C44.629 Squamous cell carcinoma of skin of upper limb, including shoulder
C44.721-C44.729 Squamous cell carcinoma of skin of lower limb, including hip
C44.82 Squamous cell carcinoma of overlapping sites of skin
C44.92 Squamous cell carcinoma of skin, unspecified
C49.0 Malignant neoplasm of connective and soft tissue of head, face and neck
C76.0 Malignant neoplasm of head, face and neck
C77.0 Secondary and unspecified malignant neoplasm of lymph nodes of head, face and neck
C78.5 Secondary malignant neoplasm of large intestine and rectum
C79.2 Secondary malignant neoplasm of skin
D00.00-D00.08 Carcinoma in situ of lip, oral cavity and pharynx
D02.0 Carcinoma in situ of larynx
Z51.11-751.12 Encounter for antineoplastic chemotherapy and immunotherapy
785.038 Personal history of other malignant neoplasm of large intestine
Z85.048 Personal history of other malignant neoplasm of rectum, rectosigmoid junction, and
anus
785.810-785.819 Personal history of malignant neoplasm of lip, oral cavity and pharynx

Medical Necessity Guidelines

When a drug is being reviewed for coverage under a member’s medical benefit plan or is otherwise subject to
clinical review (including prior authorization), the following criteria will be used to determine whether the drug
meets any applicable medical necessity requirements for the intended/prescribed purpose.

Provider must submit documentation (such as office chart notes, lab results or other clinical information)
supporting that member has met all approval criteria.

Cetuximab (Erbitux®)

A. Criteria For Initial Approval
i. Individual has a diagnosis of colon, rectal, colorectal, appendix or anal adenocarcinoma and the
following are met ( NCCN 2A):
A. Individual has advanced or metastatic disease; AND
B. Extended RAS gene mutation testing is confirmed and the tumor is determined to be
RAS wild-type+ (test report should be submitted for evaluation ; AND
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C. Cetuximab is used as a single agent or as part of combination therapy; AND
Individual has not received prior treatment with panitumumab*; AND
E. Cetuximab is not used in combination with anti-VEGF agents (bevacizumab, ziv-
aflibercept, or ramucirumab);
AND
F. Cetuximab is used in a single line of therapy**;
+Note: RAS wild-type means that the KRAS and NRAS genes are normal or lacking mutations

o

OR
i Individual has a diagnosis of colon, rectal, colorectal, appendix or anal adenocarcinoma and the
following are met (NCCN 2A):
A. Individual has advanced or metastatic disease; AND
B. Gene mutation testing is confirmed, and the tumor is determined to be BRAF wild-
type++ (test report should be submitted for evaluation); AND
C. Individual is being treated for left-sided only tumors; AND
D. Cetuximab is used as a single agent or as part of combination therapy; AND
E. Individual has not received prior treatment with panitumumab*; AND
F. Cetuximab is not used in combination with anti-VEGF agents (bevacizumab, ziv-
aflibercept, or ramucirumab);
AND
G. Cetuximab is used in a single line of therapy **;
++Note: BRAF wild-type means that the BRAF gene is normal or lacking mutations
OR
ii. Individual has a diagnosis of unresectable, advanced, or metastatic colorectal cancer and the
following are met (Label, NCCN 2A):
A. Individual has BRAF V600E mutation with test results confirmed (test report should be
submitted for evaluation); AND
B. Cetuximab is used in combination with encorafenib; AND
C. Individual has demonstrated disease progression after one or more prior lines of
systemic therapy; AND
D. Individual has not received prior treatment with panitumumab*; AND
E. Cetuximab is not used in combination with anti-VEGF agents (bevacizumab, ziv-
aflibercept, or ramucirumab);
AND
F. Cetuximab is used in a single line of therapy **;
OR
iv. Individual has a diagnosis of squamous cell carcinoma of the head and neck (SCCHN), and the

following are met:
A. Individual has not received prior treatment with panitumumab®*; AND
B. Cetuximab is not used in combination with anti-VEGF agents (bevacizumab, ziv-
aflibercept, or ramucirumab);
AND
C. Cetuximab is used in a single line of therapy**; AND
D. Cetuximab is used in one of the following indications:
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OR

V.

1. In combination with radiation therapy, for the initial treatment of locally or
regionally advanced disease; OR
2. As a single agent for the treatment of individuals with recurrent or metastatic
disease for whom prior platinum-based therapy has failed; OR
3. In combination with platinum-based therapy with 5-FU (fluorouracil) as first-line
treatment for individuals with recurrent locoregional disease or metastatic
SCCHN; OR
4. Asasingle agent or in combination therapy with or without radiation therapy for
any of the following indications (NCCN 2A):
a. Unresectable locoregional recurrence; OR
b. Second primary in individuals who have received prior radiation therapy;
OR
c. Resectable locoregional recurrence in individuals who have not received
prior radiation therapy; OR
d. Distant metastases;

Individual has a diagnosis of squamous cell skin carcinoma, and the following are met (NCCN 2A):

A. Individual has unresectable or locally advanced disease, regional recurrence, or distant
metastatic disease;

AND

B. Individual has not received prior treatment with panitumumab*; AND

C. Cetuximab is not used in combination with anti-VEGF agents (bevacizumab, ziv-
aflibercept, or ramucirumab);

AND

D. Cetuximab is used in a single line of therapy**.

*Note: A course of panitumumab discontinued because of adverse reaction (rather than
progressive disease), is not considered prior treatment.

**Note: If cetuximab is recommended as initial therapy, it should not be used in second or
subsequent lines of therapy.

B. Criteria For Continuation of Therapy

MMM considers continuation of cetuximab (Erbitux) therapy medically necessary in members
requesting reauthorization for an indication listed in Section A above (Criteria for Initial Approval)
when there is no evidence of unacceptable toxicity or disease progression while on the current
regimen, and the recommended duration of therapy has not been exceeded. The following
information should be submitted for reauthorization:
A. A current oncology note documenting the patient’s response to treatment showing no
progression of disease.
B. Current imaging studies and other objective measures, as appropriate, showing no
progression of disease when compared with previous result.



Medical Policy

MO

OF PUERTO RICD

Healthcare Services Department

Policy Name Policy Number
Cetuximab (Erbitux®) MP-RX-FP-30-23

Scope
MMM MA 0 MMM Multihealth

C. Authorization Duration

. In combination with radiation therapy for the initial treatment of locally or regionally advanced
squamous cell carcinoma of the head and neck (SCCHN): Erbitux will be approved for the duration

of radiation therapy (6-7 weeks).
i For all other indications:
A. Initial Approval Duration: Up to 6

months

B. Reauthorization Approval Duration: Up to 6 months

D. Conditions Not Covered

Any other use is considered experimental, investigational, or unproven, including the following (this list

may not be all inclusive):

i. All other indications not included in Section A: Criteria for Initial Approval

ii. In combination with other monoclonal anti
iii. Use as adjuvant therapy after resection for

bodies
colon cancer

iv. Treatment of squamous cell anal carcinoma

v. Treatment of non-small cell lung cancer

Limits or Restrictions
A. Quantity Limitations

Approvals may be subject to dosing limits in accorda

nce with FDA-approved labeling, accepted compendia,

and/or evidence-based practice guidelines. The chart below includes dosing recommendations as per the

FDA-approved prescribing information.

Use
Squamous Cell Carcinoma of the Head and Neck (SCCHN)

Recommended Dosing

In combination with radiation therapy for the
initial treatment of locally or regionally advanced
squamous cell carcinoma of the head and neck
(SCCHN).

400

250

radiation therapy.

therapy (6—7 weeks).

Initial dose:
mg/m2 one week prior to initiating a course of

Subsequent doses:
mg/m2 every week for the duration of radiation

In combination with platinum-based therapy with
fluorouracil for the first-line treatment of patients | e
with recurrent locoregional disease or metastatic | o

SCCHN.

Weekly Dosage
Initial dose: 400 mg/m?2

Subsequent doses: 250 mg/m?2
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Use Recommended Dosing

Biweekly Dosage:
As a single-agent for the treatment of patients with | Initial and subsequent doses of 500 mg/m2 every two
recurrent or metastatic SCCHN for whom prior weeks
platinum-based therapy has failed.

K-Ras Wild-type, EGFR-expressing Colorectal Cancer (CRC)

In combination with FOLFIRI (irinotecan, Weekly Dosage
fluorouracil, leucovorin) for first-line treatment e Initial dose: 400 mg/m2
As a single-agent in patients who have failed e Subsequent doses: 250 mg/m2
oxaliplatin- and irinotecan-based chemotherapy or
who are intolerant to irinotecan Biweekly Dosage:
In combination with irinotecan in patients who are Initial and subsequent doses of 500 mg/m2 every two
refractory to irinotecan-based chemotherapy weeks

BRAF V600E Mutation-Positive Metastatic Colorectal Cancer (CRC)
In combination with encorafenib, for the
treatment of adult patients with metastatic
colorectal cancer (CRC) with a BRAF V600E
mutation.

None

e Initial Dose: 400 mg/m?2
e Subsequent dosage: 250 mg/m2 weekly
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Federal and state laws or requirements, contract language, and Plan utilization management programs or polices
may take precedence over the application of this clinical criteria.

No part of this publication may be reproduced, stored in a retrieval system or transmitted, in any form or by any
means, electronic, mechanical, photocopying, or otherwise, without permission from the health plan.

© CPT Only — American Medical Association
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